Figure S15: HPLC chromatograms of crosslinked proteins originating from acrylamide-based electrophiles Ae1, Ta1 and Bz1 using optimized conditions as stated in Table S1 (linear gradient 10% to 80% B in 10 min with solvent A: H 2 O + 0.1% FA +0.01 TFA; solvent B: acetonitrile + 0.1% FA +0.01 TFA; flow rate of 1 mL min −1 ). S11 Figure S16 : MS spectra (left) and corresponding deconvoluted spectra (right) of K1 (MW = 10276 g/mol), K1-Bz1 (MW = 10603 g/mol) and K1-Bz3 (MW = 10711 g/mol) before (black) and after (red) incubation with iodoacetamide (IAA, 1 h, 25 °C, 50 mM HEPES, 50 mM NaCl, pH 8.5 ). Only for K1, a shift to higher values is observed (Δ 172) indicating the reaction with three equivalents of IAA (3x 58 g/mol, C 2 H 4 NO).
The absence of a shift for K1-Bz1 and K1-Bz3 indicates the absence of free cysteines. S12 Figure S17 : CD spectra of K1 and its Ta-core modified versions used to calculate helicities in manuscript Figure 3b . S1: For full conversion of protein, 50 µM K1 was incubated with 1 mM tris-electrophile (stock: solution 100 mM in DMSO) in crosslinking buffer (50 mM HEPES, pH 8.5, 50 mM NaCl) at 350 rpm. Depending on the tris-electrophile, the incubation time and temperature were adjusted as follows. MS spectra of all crosslinked K1 proteins are shown in Figure S5 -S13. HPLC chromatograms of K1-Ae1, K1-Ta and K1-Bz1 are shown in Figure S15 . 
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